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International application No- PCTyiB Q3A)31 63 



I. Basis of the report 

1 With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed 
and are not annexed to mis report since they do not contain amendments (Rules 70. 16 and 70, 17)): 

Description, Pages 

1 -92 as originally filed 

Claims, Numbers 

1 -76 as originally filed 

Drawings, Slieets 

1 744.44)44 as originally filed 

2 With regard to the language, all the elements mariced above were available or furnished to this Authority In the 
language in which the international application was filed, unless othenwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: . which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under 
Rule 55.2 andA^r 55.3). 

3. With regard to any nucleotide and/br amino acid sequence disclosed in the international application, the 
international preliminary examination was earned out on the basis of the sequence listing: 

SI contained in the international application in written fonm. 

IS filed together with the international application in computer readable form. 

S furnished subsequently to this Authority in written form. 

H fumished subsequently to this Authority in computer readable form. 

la The statement that the subsequently fumished written sequence listing does not go beyond the disclosure 

in the international application as filed has been fumished. 
^ The statement that the information recorded in computer readable fonm is identical to the written sequence 

listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made, since thev have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

^^ortT'^^^"^^"^ ^^^^^ confa/n/ng such amendments must be referred to under item 1 and annexed to this 

6. Additional observations. If necessary: 
IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

la neither restricted nor paid additional fees. 

^' ° co*!?°"*y* found that the requirement of unity of invention is not complied with and chose, accordinq to 

Rule 68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 
IS * 

□ complied with. 

M not complied with for the following reasons: 
see separate sheet 

^^^^^^J^^^.:. ^^Ilowing parts of the international application were the subject of international preliminary 
examination in establishing this report: ^ ""iioiy 

□ all parts. 

M the parts relating to claims Nos. 54 . 

^' T"^^' "^'^ ■'^S^'^^ *^ novelty, inventive step or industrial applicability: 

citations and explanations supporting such statement HH"^ctoiiiiy, 

1. Statement 



Novelty (N) 


Yes: 


Claims 


54 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


54 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 


54 




No: 


Claims 





2. Citations and explanations 
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Re Item iV 

Lack of unity of Invention 

The application as filed is considered to lack unity of invention since its subject-matter 
relates not to one. but rather to 31 933 separate inventions not linked together by a 
common underlying inventive concept as required by Rules 13.1 and 13.2 PCT. 

The claims and the inventions to which the 31933 separate inventions relate may be 
grouped together as follows: 

Invention 1: claims 1-16 [completely] 

Invention 2: claims 17-27, 29, 31. 33, 35, 37, 39, 41-44, 47-53, 61-76 [partially! 

>> If tf 99 

Invention 31923: claims 17-27. 29. 31, 33. 35. 37. 39. 41-44. 47-53. 61-76 [partially] 
Invention 31924: claims 17-21. 42-44, 47-52, 61-76 [partially]. 28 [completely] 
Invention 31925: claims 17-21, 42-44, 47-52. 61-76 [partially], 30 [completely] 
Invention 31926: claims 17-21. 42-44, 47-52, 61-76 [partially], 32 [completely] 
Invention 31927: claims 17-21. 42-44, 47-52, 61-76 [partially], 34 [completely] 
Invention 31928: claims 17-21. 42-44, 47-52. 61-76 [partially], 36 [completely] 
Invention 31929: claims 17-21. 42-44. 47-52, 61-76 [partially], 38 [completely] 
Invention 31930: claims 17-21, 42-44, 47-52, 61-76 [partially], 40 [completely] 
Invention 31931: claims 17-21. 42-44, 47-52, 61-76 [partially], 45, 46 [completely] 
Invention 31 932: claim 54 [completely] 
Invention 31933: claims 55-60 [completely] 

According to Rule 13.2 PCT. an international patent application must relate to one 
invention only or to a group of inventions so linked as to fomi a single general inventive 
concept. Unity of invention is fulfilled only when there is a technical relationship among 
the inventions involving one or more of the same or corresponding special technical 
features. Special technical features are such features that define the contribution of the 
claimed invention over the prior art. 

The contributions claimed in the present application which are allegedly made over the 
prior art are: 

a) Methods for identifying, designing, making and checking for cell penetrating peotldes 
using the "Z" fomnula. 

b) The cell penetrating peptide of SEQ ID 1 . and its various uses. 
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p) The cell penetrating peptide of SEQ ID 31922. and its various uses. 

q) The cell penetrating peptide being derived from a transcription factor, and Its various 

uses. 

r) The cell penetrating peptide being derived from a secretase, and Its various uses, 
s) The cell penetrating peptide being derived from a GLP-1 receptor, and Its various 
uses. 

t) The cell penetrating peptide being derived from a CGRP receptor, and its various 
uses. 

u) The cell penetrating peptide being derived from a AT2 type receptor, and its various 
uses. 

V) The cell penetrating peptide being derived from PrpC, and Its various uses, 
w) The cell penetrating peptide being derived from APR or PS-1, and Its various uses, 
x) The cell penetrating peptide comprising the amino acid sequence IVIAKLKA, and Its 
various uses. 

y) A cell-selective delivery system comprising a cell penetrating peptide with a 
cell-selective protease cleavage site and a cytostatic or cytotoxic agent, 
z) A vector for transfecting a cell, the vector comprising a nucleic acid component, a 
polycatlon conjugate and a cell-penetrating peptide. 

These contributions are not so linked to form a single general inventive concept In the 
sense of Rules 13.1 and 13.2 PCT. The reasons therefor are the following: 
The Identified 31933 Inventions Involve the common concept of "being Identifiable by 
the method of claim 1 (I.e. they fit the "Z" fomnula)" as the sole common link. However, 
this concept does not define a contribution over the prior art. Cell penetrating peptides 
that are identifiable by the method of claim 1 and fit the "Z" formula such as penetratin 
and transportan are known (see for table 1 B of the present application and table 2 of 
LINDGREN ET AL, TiPS (2000) Vol. 21. pages 99-103). Thus the common concept 
linking the alleged Inventions Is not new. Therefore, there is no single general inventive 
concept that links the claimed inventions, which and 13.2 PCT. 



The applicant has chosen not to pay additional fees for any additional inventions. 
Consequently, the present International Preliminary Examination Report (IPER) will be 
draw up with regards to the main invention only. Said main invention being, in the 
opinion of the applicant and the International Preliminary Examination Authority, 
Invention 31 932. Thus, only claim 54 will be the subject of the present IPER. 

Re Item V 
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NOVELTY 

The subject-matter of claim 54 Is new in the sense of Article 33(2) PCT because a cell 
selective delivery system comprising: 

a) a cell-penetrating peptide comprising a protease consensus site for a 
protease specifically over expressed by a target cells and 

b) a cytostatic or cytotoxic agent, 

wherein said cell-selective delivery system additionally comprises an inactivation 
sequence repressing the activity of said cell-penetrating peptide, and which is cleaved 
by said protease is not known In the prior art. 

INVENTIVE STEP 

The present application meets the requirements of Article 33(1) PCT, because the 
subject-matter of claim 54 involves an inventive step in the sense of Article 33(3) PCT. 

WO0034308 is the closest prior art (claims 1-6). This document discloses a cell 
selective delivery system comprising: 

a) a cell-penetrating peptide comprising a protease consensus site for a 
protease specifically overexpressed by a target cells and 

b) a cytostatic or cytotoxic agent. 

The additional technical feature of claim 54 over WO0034308 is that said cell- 
selective delivery system additionally comprises an inactivation sequence repressing 
the activity of said cell-penetrating peptide, and which is cleaved by said protease. 

The problem to be solved by the present invention may therefore be regarded as the 
provision of an altemative cell delivery system. 

The solution to this problem can be found in incorporating an inactivation sequence 
repressing the activity of said cell-penetrating peptide, and which is cleaved by said 
protease into the cell-selective delivery system of WO0034308. 

There is nothing in the prior art that teaches or suggests the skilled person to solve the 
problem posed in the way presented In claim 54. 

Thus, the subject-matter of claim 54 is not obvious for a person skilled in the art. 
Therefore the subject-matter of claim 54 involves an inventive step in the sense of 
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Article 33(3) PCT. 
INDUSTRIAL APPLICATrOM 

The subject-matter of claim 54 is industrially applicable in the field of molecular biology. 
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